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[0001] :^mmi-i. ^vo^^^:^m±^^m^^tc^m^vo^^-^:^Ru^<Dm^:f7m 



wo 2005/080470 2 PCT/JP200S/000172 

[0004] *^9g#e>fi, i^i^uy'^^hv>-^^(DmQmi^mm^^^t^^mi.m^'^m^ 
[0005] ^^m^hi-i. &,T(D^mi^x^. ±t5.mm^^xt^^t^^m 

[0006] <2> iyi^uv'^:^huy'^^<DmamKmm^:^wmm\^m^^m^tiM.<> 

mm^ri^yi^Voi?^'^y^(P-^j:<tii2^A^mu m'pfj:<ti^2^^(D7}^Vr^^^-^>- 

y^^(D7i<.mm (-OH) (D-uxi:i^m^^-(^yi^mxmm^ti. ^mm<D^ 

[0007] <3> ±t&<2>K:ir^\^^x.mm^nmM7imxm.mm5—9ox:(Dmi<Du 
mm.mi^is\^^xmmmv^mA^hmw.\^mxh^^^^i^m^tm^-t^(D^^^\^\ 
<4> ±ta<3>(c*ov^-c, mi(Dum^mx<o-hMuxh^w^2(Du^^mxh 
^xM.'^umio—ioox:(Dm2(Dm.&mmk=^is\,^xmm^MX'$)^^/\^'j^m^^(^ 

[0008] < 5 > _h|B <1> — <4>(7)V ^-f tL;0^(C*5 V ^-C, ^^-f';^ r/itSfi-ORS-Cfc^? . 
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* — 

<6> ±IE<1> — <4>(^v^-r:i^;^|^^::*3^^-C> ^-r;^>"l4Sf±-0-R'-xS-C 

(DT/W:^r/WS;0^b7K^;0Slo^;0^tl.fci^, ^^^l^3-12CO^H^T/Wdr/l'S;5^b7K^ 
;d5io|^d>tLfcS, ^m^2-l20^>KTyudf/vinv-7-/u^^>C37(c^*sio|^;5>tL 
fcS, XH^^I^2— 12<^iit^T/U=^S^yW5^;^-:3i-7^/i.^;6.P,7K^:asio^;6^tL;tS 

2 

[0009] <7> ±IE<1> — <4>cDV^-ftL/5^{;i*3V^T. #^;r^^'l4^f4-0-CO-NH- 
R ST-fc<9. f^R {i^m^l-12(7)[i:^^Xfi^il^^^(^r/V^/l-S, <i^^fi:<th 

1 1 

m-i2(Dm^T/u^/]^m. ^mm2~~i2<Dm^r^v^^u:^-T/i^m.xi-i^m 

<8> ±IE<1>— <4>cDV^-f;h.;5^(c:*5VNT, ^^:^->"|4Xfi-o-co-R ffi 

2 

2 

12(^^#t7'/l-^/l-S-. mMW.2-\2(DWkrfV^/V:x.—-rJVm. X\%mMWL2—\ 
2<DW^r}V^jV^'^:x.^'r)V^'(2^^WX\\ 
[0010] <9> ±|E<1> — <4>(DV^-rtl>6^fvl*5V^T, #^'<;^>''l±Sfi-0-Si-R 

3 

^R {i^^fci— l2c^ia^t*tX«^iiS^H^<^T/w=¥/uS, '>f^<h'^\'m(0^ 

3 

-v^yi^SSr-^tP;^^i6:2-i2cDii:^H^3^fi:9-ii^mJt^(DT/v=Sr>'i-S. ^^^3-1 2 

(O^^T/l'^/W^, mM%.2—\2(Dmm'?Vi^)V:::^—'r)Vm. X«;^^i!c2-12 

<10> _hiB<l> — <4>(^^^-fi^;5^^::i3V>T. #-i';*->"|±Sf4-o-CO-0- 
R ^X'fet5. IgR f4;^^i5cl-12(Dii:mt^:52.(i^|l^!^)t^OTyUdf./^^^ 'ptiiK^t^ 

4 4 
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[0011] <ii> ±fB<i>— <lO>(^^^-rtb;5^{^l*3v^-c. ^v'^ox 

<12> Jb|S<l>--<ii>cDV^-ftL;^)^{::*3i/^T, ->-^nT'>;^by>'^-7-;d5^ a 

[0012] <13> ±3E<l>-<12>OV^-m/04C^o^^-C, it^jyt^^^^yi^Ji^y^^^^i^ 
i5^yra— /W, P^y^y-^p,/^^ Ti^Vy'l^i^::^^. /Ky^'DfcV^'^yra- 

.'W. T^yT^b^tKn^^^^. /Kyv^^5^/^^/^dri^^, 5Ky^f^l/>', ^t>«7Ky:/pbV>- 

<14> _h|a<l> — <13>(D^^-fn;?)>^C*3V^T. ^t^S;5S^ v?;:^|>n7^^/V 

n.^^i^-^'^mm^mti.x. t/^^/v. t/v^/v^^v^. tKn^v-. ^^^^ 

[0013] <15> ±m<l>^<14>(D\^^-ttl^^C:j^\^^X,iy-!7x:t'f^^hV:y'^^t^a- 

<16> ±.|S<1> — <15>(DV>-rtL/0^{CSoVNT, v'i^n7=->;^by>'5^^;65ji:^ 
it^^^(-J;'9^^iJU^tC'^^^ixS^^c:v^i^Dy=^=3e;^hy^-^^;55*;>cPS}^'ll^$t^ 
5ft<l:l<>:Lfcii'^. HulBv^:i'n7=>;^hy^5>^255o. 001—0. 6. $f *L<f40. 01 — 
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0. 5. cfc'9$f*U<{iO. 05-0. 4<DmX^mm'^^^iZ^mi.m^'^^^tl?><D7!)^X 
<17> _htS<l> — <16>C0V>-ftLd^(-^3V>-C. W.m'^'^^ii^<D'^^mt^ 

[0014] <i8> ^m^v^^^'>^'^(DmM:ff^x^ox.i)^y^v2v'^^hT^i^i^tmm. 

0WJikm^^(t>ssi.muj:\^^xoii^. m^v^i$'^-^:^<^mMii^=^mmmxmm\^xyi<v^ 
^^^^^i:mm-r^^v u^^-^^^mjLU : 3) a) mm ) si^y p^j^^^i^^iiMx^ 

■^i^{c^mm^-^^^^tiM.mm^^^^vxm(i^fj:<ti,2^j^^<D7t(v\^^^ 

[0015] <i9> ±t&<i8>\~ii3\i^x.^umM7!)mxm.m.m5—9o'x:(Dmi(^um 
mmi^^^^x^mm'^mA^^mm'^mxih^^^^b'x:iyji-^m^tmW'-r^(Dt^x 

■t:•foo-ca.o^a^l0"100°Cc^^2c^a^$5IS^CjoV^T^^SJ|^^T'fc5/^'<K^y 

[0016] < 21 > _hfS <18> — <20>(DV ^Tt^AxD^MJlMi^^^f ^X. Ti^V n^^'^l^t 
iK7Kte^M^Ofi»lt^;6^ 0. 1:99. 9-70:30. ^!?*b<{il :99-50:50. ^tT* 
L<{i3 : 97-30 : 70X^^^0\^7i^^)'^'^^-^>'^^Mir^<Dii^^\ \ 
< 22 > ±|S < 1 8 > — < 21 > V ^-rtt;0>tC*5V ^T, U^HU^. 2) TKy Pi$?=3e-y- 

[0017] <23> ±|E< 18 > — < 22 >cov^-f tb;04::*5V^T. #-Y;^>''l4S{±-ORSt?fo 

t?, ^R{ij^m^i-i2oii:^^xf±5>ii^m*^(^T/V'=^/V'S, '>/^<<btjiiia<7)3.- 
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<24> ±|E<18> — <22>OV'>-ftL;?>^fC*3V>-C> ^-r:e->"t4^}i-0-R'-X 

2 

[0018] <25> _h|E<18> — <22>(DV^-fix;6»{vl*3V^T, #^W;*->"t±^f4-0-C0- 

^mWli2—12(Dm'^rJl'^/U^:t:i^—7'/V^-Ch^(Di^X\^\ 
<26> ±|E<18>"<22>(DV^-ftt/0^^::*5V^T> ^^;i-i^'|4Stt-0-C0- 

R s-efe9. i^R f4;^*l^i-i2coii:^j|^x{4^ii^^t^<DT/wdpy^s^ ^;ie<<tt 

2 2 

l^(D^-^^V^^^|;^j^^^2-12CDiiL^;|^X«5)-H*m*'^'^r/l'=3r/VS. 

^3-i2(D^;{^r/v-^/vS. ^^^2-i2cDiS4^T/^=¥/v^-7^/wS. Xi^IMm 
^2—1 2CO^:t*tr/l-=35^/V5^:^3i— x/W^X'fcScD;4^iV \ 
[0019] <27> ±|E<18> — <22>«V^-ftl/;0*(-*5V^T, ^-<;^->'t4^f4-0-Si-R 

3 

s-cfe9. MR i-immm-'L2<Dmm'^xii^mm'Vi(DTji^^jum. <i^fj:<thim 

3 

<^^— 7^/i'^Sr^tPi^*^2-l20ii:^:|^3if4^ii^m^OT/ud^/uS. ^^^3 
-12C0^JbtTyUdryuS. j^^^2-12(Z)mJ|^T/V=3f/u^— r^wS, 3l{4^^^2 

<28> _hHB<18> — <22>(DV^-ftL;64c:*5V^T, ^-<:t>'\±^it.-0-CO- 
O-R ST-fei?, m {±^lgi5cl-12(DMt^X{±5>lI^^;t*t(^T/^^y^S. ^-/^< 

4 4 
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[0020] <29> _h|B<18> — <28>OV^-m;^l^^-*5V^T. #^'r;^-^^ti^{i,^'>iJ7Ci 
v'^Xhyv5>^F-<7)^7tc^S(D9^<7510%— 100%, *L<{120— 100%, iWT 

<30> Jl|E<18> — <29>CDV^-f tL^^CjoV^T, V'i^CJv^^df-;;^}.!)^/^^^-;^^, 
<31> ±SE<18>-<30>OV>-fnd^t-*5V>-C, iS^Jl^^^dS, 

i^rj^yn— 7j<y-fy:rv'>', jKy-ry^f^i/^^, my-^'i^:^:^. 7jfy:7°cn::v^i/!;=i 

[0021] <32> JtiS<18> — <31>cDV^-ftl./i4-*5V>T, >5^hp-7ai^yW 

i^b{^:|5I^$t^?^^v^„ S^^^^ilo:5^.fi^gm#ftU-C^J;v^o ), g^^^ttrv^T^sJ; 

<33> _h|B<18> — <32>OV^-f^^/6^^C*5^^-C, v'i?'n7'=3r;^hy>':9-W a 
-xX^a7'=^;^hy:/-Cfci?, H&IEii:miyt:$>^=-d5^y:3i5^W'Vi/y=i— /^-efeS(^^SJ;v^ 

■ o 

[0022] <34> _hBE<18> — <33>(DV^-ftl/0^f:i*5V^T, V^czT->;^hy^5>^=-;0^ii: 
^t't^^^{cJ;i9mfiJUJ|^}c:'S^$tL5^t^v/^P7'=^^hy:^5>^^dsa^PS}-'a2^^ 
ti^m^ltVfcm^. mm^y^ti'f^:^hT^^WO. 001—0. 6, $f*b<«0. 01 
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-0. 5. ct'9«^*b<fio. 05-0. 4(Dmx^w.m'^^^i^^mi^m^'^Wk^ti^(Dt^ 

<35> J:lE<18>-<34>OV^-fi^;6^^c:*3V^T. Wim'^^^it^O^^M 

[0023] <36> ^m7i?vvi^^^:^Rx/mm^m'r^^Mm!t^^-\±mxh^x.m 
Amm (-OH) (D—uxn^m^^-f:t>^mxnm^in. ^umm<D^mi^xy) 

[0024] <37> JitB<36>',:ijoV^T. ^a5*M755^T-fc'9^ -^^/iSTKT-foD, 

or(DllltDM^lSic*5v^T7|5$g^it^^;o^e>^^^#^M-efcs^^-rK^y/^^b^^--■ 
<38> _his<37>}c*3v^T. mi<Dm.mmmx^hMm.x:h^m2(Dummm 

T'fco-CE.o^Ml0-100'C<Z)^2cD^fi^^lS}c:*3V^-C$il1S^I:^«T'fe5^^-rKD>/ 

[0025] <39> JltS<36>"<38>cDV^Ttt^^(-*5V^T. ^t^*?yn^=¥f-^^<bHfjM 
jiKtCOfi»it^;0S, 0. 1:99. 9—70:30, ^^L<{il: 99—50: 50, $f*L<}i3: 
97— 30 : 70-efc.5<7)^S j;v \ 
<40> _h|5<36>-<39>(DV>-f^X/0^(-*5V>T, ^'f::r>-14S}*-ORS-t'fo 

<41 > _hiE<36> — <39>CQV^-ftL75^^::*5^^-C, l^-Yxr>"t4^{4-0-R'-X 



I 
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2 

[0026] <42> ±|S<36> — <39>CDV^-f tbd^{-*5V^T. #'l':^^^'l4^fi-0-C0- 
1 1 

<thim<D:x.^Tjv^^^ts^mi^2-i2(Dm.mAk:5i.\iii^^m^(Drj\^^jvm. 

^mWi^-i2(Dm^T;v^;vm. ^mW:2-i2(Dn^r;v^fV:x.^y'jv^^ 
m.M1k2—\2(Dm.'^Tjv^/v=^:t^—'rjvm'r:^^(Di!)^X\< \ 
<43> _h|5<36> — <39>cD^^■r4^;?)^c:*5V>r. ^-l':^>"t4S{*-0-C0- 

2 2 

^z—i2(Dm.'^Tjv^/vm. ^m^2-i2(om^r/i^^/u:r.~-y^^um. xi^^m 

Wi2—\2(r>W>kT?v^;v^isr:x.^7-tvm'^-h^<r>ii^^\\ 

[0027] <44> _hfS<36> — <39>(DV^■fn;{l^::*5V^T. ^W:*->'l4S{i-0-Si-R 

3 

3 

(o:x.^7'fv^^^timMm-\2(Dmmkx\'i.'9f^m.^(DTfv^tvm. mMm.2> 

-12(D^#tT/V^/l^S. ;^l^i^2-12(Dii4^tTyV^/Vrc-^yl'S. X\'t]im^2 
<45> ±|a<36> — <39>CDV^-fi^;il^c;^oV^T. l#'l':^->"l4S}±-0-C0- 

o-R rn^m. ^R tt^^mi-i2(Dii:^^x{i^ii^m4^oT/v:3e/i.^, 

4 4 

^i!c3-12<Z)^^T/U=3f-/>g^ ;^^|^2-120^t^T/l'=3pyl-3i-7"/^S, 
[0028] <46> ±BE<36>"<45>oov^-rH;6^jc:*3V^T> ^.V^'n 
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<47> _hfE<36> — <46>(DV^-fi^7^l^{CJo^^T, v':J'P7='=^;^hy:/5>^^^ 
[0029] <48> ±|S<36> — <47>(DV^-ftL;6»{Cl*3V^-C, 3!Ky:3i^U 

>^y3v-/w^ ^y^y-^^^^ /try^yy^uv, m-^^'joL-^, 4fy:^akv>'iry3 
— /i^. 7Ky7^h9tKP:77>, TKyv^T^^^/kv'D^I^^-, TKy^f^u-:/, ^t)«4^y:rptv 

<49> ±|E<36> — <48>(DV^-ftl.;6*^C*5^^T, n^'^t>^ ^z^)V 

^L<. ct!9$f *U<{iri/-^:/^vsliXfihy^/^S!ii-c&5<^;6sj;v \ 

[0030] <50> Ji|E<36> — <49>cDV^-ftT/;64c*5V>-C. ■>>j^n-7^=¥;^hy:^:9-^=-^5a 

o 

<51> ±|E<36> — <50>c^V^-fiX>ei^{-*5V>-C. i^:J'n7='^^hy>':5>^;d>li: 
M5|^^^^{viJ:«9^$iJU#ttc-a^$tb5^}c:v'i5'P7^=¥;^hyv^^^;65*;^PS{c^^ 
Mm^tltl.tc.m'^. Mf5^>'i5'O7^=^^hy>'^^=-/5S0. OOl— O. 6, $7-Sb<«0. 01 
—0. 5, J:i9iif*L<«0. 05-0. 4<D»X-ii:^jyt^^^J^^$iJLitftJ::^^^ixS(D/i5 

<52> Jib2<36> — <51>(7)V^-rtb^^{:i*DV^T, It:^t*t^d^fi^(^^^» 
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*fc. :^^m\^^v)^ ±:t^^^\zMx.X. JL\-X±.tm^^^9\-\^. 

[0032] &^r.^m^mmimm-r^. 

r>X^m^^X-^i:^. 

[0033] ^ro7Kl''5r^^£^yc'^=^i^^l02(7)7K^if^XfiJKyni?dei^>i02O>'/VSf^jnW!i 
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[0035] 7|c^l^o^^^l4?y^^?dE^1^^{c^ov^r. cD^^(D7i<,m&^m^-r^^-(^>i^^ 

:7°nfcVu, zff-ju, ^v^/w, ^^-y/i-, ^':f'f-)V, y 

^/l'S:v'i5'07'nt:°/V. 'yi^xi-f^jV^ 'y^n^^'yjV^ -yi^n^-f 

■7"h7tKn7^>'> T'hvtKnfc"^^', v?:^^1^^^. v';if-=^«^y7>'i^f 

■ iD{cPS^$ix/£V\ rcDp-^. RirbT. ^^/i-. y^PtVu-. :7'f^/K 

[0036] ^wn>-^s\)u^^-^yt'^mmsmrr^m'^. m.w.(oif^^)^^-^-^^yii^-^^x 
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[0037] *fci. -0-R'-xmX'^^(Di}^X\, \ R' a±sS.R^^h7i^m 

2 

-^t^. R' tbT, =^^/v^ -fxiy^jv^ -f^jv^ ^i^^jvy. 

2 

SL<. J;i9$f:*L<ttOH-CfcS(7:);05J;v^„ 
[0038] ^btd, #^'l';e-:^'l4S{±-0-C0-NH-R -O-CO-R -O-Si-R X 

1 2 3 

tt-O-CO-O-R m-^^^(Df)^X\\ 

4 

12 3 4 

[0039] ^-r^^-^^ttSf*. ^1t^yni5?dri^->'{c^^tL5^CD^^^(D^7KM(^5'^t7510 
%-100%, ^*U<fi20"100%, J:i9$f*b<(i30-100%/5sem^*LS<?);6^cfc 

[0040] ;*:^B^<^^^t^y ^tt$:^^-r5CD5)-^dS a-CD. ^ -CD, 25. t>* 

[0041] ;*:^B^(D^^i7Ky^^^1^^^^^*3V^T, ii:^^^:9-^;0S7Ky3if=-u>i/y3— /i^, Tjfy 
-fy^^i/^, /Ky-fyT/f^u^. Tjfyy-^v^^n^, 7Ky:7°Dt°U':/iy'y^— /v, ^t^y^h^tF 
p:77>', ;Ky v=^^/^>'ndrih>', ^y^^u>'5.t/>i^y^DtV>';0^?57'ce-5l¥;?)^tbjl 

[0042] ffm;|^^^^(D^^^*f4i;5-Jit_h-cfeSc^/5SJ;<, 0*b<f42:^^±, J:i5$?*V<f* 
. [0043] ;2^^PJco$il1^7KycJi5'=¥i^>'{±, ^co;tlt;v^i^^S;65v^=^ho:7r.i:=:/i^S^, v-^a 
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[0044] ^|s^P^<D^fi§/Ky^^dr1^^}Cdo^t5CD:5^^=■tilLa5yt^^^<^m'^^ CD 

[0045] ;*:^i^(D«/^fyDi?'df.^^^}-:^av^■^^ CD^^^Sjl:|g;t^5>^^}cJ;t)^$iJL)|:i^tc:'a 
01-0. 6.$f*L<«0. 01-0. 5. J;'9^*L<fiO. 05-0. 40»T'iEmt^5)-^ 

So 

mG-mm^m-^. mn^^^^yhw^'^^Wk. m\^is^h(Dm.mm^t^. o. i :99. 9 

—70:30, ^?*b<{il: 99-50: 50, *T*b< f*3: 97—30 :70i:/=e5<J;5{c:, iB^-T 
[0047] ^?F|5^ljmf*APi?i-T?fc>), mS5— 90*^0^1 Otfi^^iat-^JV^r, ^IfPflJ^i^:^ 
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[0048] ^mmft^^i^mmt. ±7^<D^^v^^^-^>^:^up^m(oi&i^s ^^mmit^^i^ 

"f-Ym. t'Vt'^, i/yri-^/^. tr/vn^-^, -feyua-;^, -^y<T-yi-^}£(D^m^. 
[0049] ;2|s:^P^<D^1^g7Ky czi5':3M?-:x«, '^J;tf^^(Dj;9{c:|^M-f-Sri:6S-etrSo fip-^^ l ) 

iffi^#f^St:-M^bT7j<y ^^dr-t^^^^|f P^?:¥i^>'ai»^xa ; 3) A) mItS 

1) Si4<y n^^^JS^-y-^PiSiXSSu ; B) fliflED^JKy n^dr-y->'B^S!ixa^T'foo-CM 

122) m-^^^-^^mmxMm \mi/^\ic:) miia2) ^Ky ni5':3f^i^:/-Mxa^ : 

{c, v'>5'ny^^;^hyV:9-^(^OHS(^)-^^^'l';z}-^^'t±^{c«m-f-5amxfl;4) 
#??tt/c.'>;^^<ttJ2^^<^)^<y^<?dri^>^|r^7K^4^1^^^^«?i-'5X@;S:t/l^7K 

t'b25>^(^7i<yn^=3ri^>;iSj^g|^^fi-§<|^a5^^xa^^i-§;^i*{-^ 
0J<^^1^^yn^=¥-y->'^liMi-5r<t;6SX'#5. 
'>i5'c2x^;^hy^5>^(DOHSo-g|5^^-r;^-:/'l4S{cmia-rsgmxa}±, _L 

ISA) — C) (D\i ^-f^t^<Dnm^^^ ^Xm-^^t^. Xf4A) -C) (D2SX±<Dmm }-sS 

[0050] m^. XfE;^^*^r^ol^T. ^^^ij^;0sjnia-efe'9. Ms— 90°co^i(D?i.^tii 
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[0051] sfc. ^^x^f;I*5^^-c. 7i?vt2^^-^>(Dmm^h^im^-r^(7):dm^i^\^\ t^m 
p^=¥i?-^<b^7t<t!fe^i^, m^7\<t(Dmmitm7!>K o. 1:99. 9-70:30. $f*u<}± 

. 1 : 99—50 : 50, $^:SU<fi3 : 97—30 : 70tf£^^0i:iMM-t^(D:^^^^ \ 
[0052] g^XSJi, 2)7Kyp^=3f-|^vfg$^Xfl^}cSS(t6<7);6W-*L-l/\ 

'rv')^j>.. 7Kmit:f3]}^j>^. TKm^t-^^y^j^. 7i<.mitv^^j>^. mm^^v^M.. ^m-^ 

5a^;^7^/v^'^?f^^{cj;5;^fe ; i>'7V'ft:'^«^^l;iJ;S'>y/v:3i-7^/v*t'^?J^fiK{c:J: 
MMm 1 

[0054] <PEG(DTEMPO^iti::X^PBG-:tt/\^7^>m<DMM> 
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^cf'5-<<pH:10— 11^^5i5:Oj;9te:iN NaOH^^^PbTPMbyCo pU<Dm.Ti'iM 

[0055] <PEG-:;i7/l-7j^V^t a-CDt^^V>fc^4^yni?df-t)-;/(^f|$^> 

i:IS-es^®ibfcPEG-;{7/VxK>'®?3gS.t>5 a-CD12g^^^tL^tLSiJ>!? (^ffl^bfc 

2t±(l|X»*^14g)o 

[0056] <T^■W^5':/T5:/<^BOP^^S^£^m^fflV^fc7J^yo^?dri^^OliM> 

^MT'v^^f^/^4^/l--A7'5:K(DMF) 50ml(C, BOPM^ ('<:/yhyTy— /Wl— f 

OBt(l-tKnd?-i^-lH— <^yhyTi/— /V-'^ytHV— h) Ig. Ti?'-^:/i5'^'r^>'l. 
ti.fcSi3!Kyn^drf-:/l4g<^^^qLfc:^, -r^^/5^{j:J;<^'9*-tffCo ^^y-^t^f-'io 
m\^l3^^XX<mi^. i&'h^m\^X±.Wi^^^XfZo ^(DiyMF/p^^Z-JVU^m 

'b''M\^^'02mmm}^tz. mhrit.n:m^'M^m.mx^m^'^fc'ik. dmsoso 
Ta\\z.mm\^. nhntzMm tmm^:^ 7oomi ^ Tbx^y n m $ 
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z(Dr>Msoi^m-A^'p'cmtii-mi^-m.m(D-9-^i^j\^%:2mm^Mu mmm^mm 

[0057] </}^y^i?dr•f^:x4l(Z)a-CDS> 

7!)>(b. :^mMmxm^±7i?]}r:i^^'\)-XD a-CD<DMn. ^^^"^^^(00. 28Xh^ 
[0058] < a-CD(D:t^iy?i^/l'i[:> 

i^l. 7gi^Vr:^^^'^'^^(Da-CD^A^C07Kmmi8mAlcM^X18^mK^m 

m^mm7i^x3oomncm^\^,mm^m^m^^^-y(^Am^A^A:i2, ooo 
2mn\/\^f^nmu a-cD<DOHmt>ocH m\^n^^titc;<^/i-^t^v^^^ 

3 

'H-NMR(CDCr , 300MHz) 6 (ppm) 3. 0-4. 2(m, 14H) , 4. 8-5. 2(m 

3 

.lH)o 

[0059] t.fc. tii^mP[X^^yt^V^^^-^>'t^DMSO(D^I,Z.i^M\^. zK^tt;5Sf^;i)io/cC0 
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[0061] ±t&7iivn^^-9-:y^iwt%t^£^xoitm7i^iz.mmu %htifzmm(Dmmicx^ 

-So 

mmm 2 

[0062] <PEG<DTEMPO^i\:\ZX^PEG-:fy/i^^>m<DmM> 

PEG(:9-^»3. 5:5")l00g. TEMPO(2,2,6,6-7^h9;^f^/V'-l-t°^yv'::i/V;e-^ 
v'^>^:*/V)100mg. RUM:iti-hV'>J^2. 5g^7K250inUC^j^?bfCo ^tbtL/c^ 

— /W^25ml^^)PbTSiS^*l-T^*^o lt'fl:^f^U'>'400ml-r*(7>tttii^3[llM5Sb 

[0063] < PEG-;!&/l'#>^<t a-CDtSrffiV ^fc^7}fyD^?dr1^:/<^3lllM> 

[0064] <T^5^Vv^5^^T^>'irBOP^^Sf^^^fflV^fc7Ky^^5?df-^^V(D|lM> 

^M-ev^T^f^/Wsjs/Vi^T^K (DMF) 200mlt^, BOPt^;il (^>')/hyTy — /Wl— T 

Ty-^V<5'>'T5:^2. 2g. v^-ryynt'/Vo^^^/UT^^O. 25ml^rcDjllM#}C^J|?^-a: 
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[0065] <7K•;a^^1^:/'^'CC)a-CD*> 

[0066] < a-CD<D:r^v'p«^/Wt:> 

yr>Al. 4g(7jfyn<J':35-1^:/4' Oa-CD:$>^=-(D7K^Sl8^*[:i?E>i-b-C14. 4^»(i 

j:S^^^mf:i7K-C-200mUC#3iRL. f^#f5ifS?r^tff5=-^— ^(^H^}-^=-»: 12, 000 

) i,zx48mm. -Am7i^(D^-A<Txm¥fi.rco ^hic, m^7i<.5ooini^x3mm(Dm 

3 

^H-NMR, (CDCl , 300MHz) 6 (ppm) 3. 0-4. 2(m, 9H), 4. 6-5. 4(m 

3 

, lH)o 

[0067] 
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[0068] mMmmtcom^) 
mmm 3 

[0069] < a-CD<D:t^iy=c=f-Mt> 

^=^4:12. 000)}C-C48B#ra. 7Kii7K<7)?jK7kT-eigWLfCc )WM;!klOOOml 
tf'T'6I^F^03l^^3|ElffV\ )t*SI&^L, a-CD(Z)OHS(7)— |f|5;550CH CH S 

2 3 

'H-NMR, (CDC1_^. 300MHz) 5 (ppm) 1. 0-1. 4(m,.3. 2H) . 3. 0-4. 4( 
m. 7. 2H).4. 6-5. 2(m. 1H)„ 

[0070] {^Mt(omM) 

o 
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[007 1] < a -CD(D:^^-yn-y^xn tV^j^/zW^^-f/ Wt: > 

^fL. 7°ntVU'Yyv/T^>— ho. 27g(7Kyc2^df-th>'ct3(^a-CD^^^(7)7KMl8^ 

0) {C-C48H#^. 7Kat7K<^i5fC7RT-e:gWbfCo ^btC. WMtK 1 000ml "f-e6B#ra<^) 
SW^3[ni=fTV\ <*Mlfc^U, a-CD(^OH^O— §|3;asoC = ONHCH CH CH 

2 2 3 

'H-NMR, (DMSO-d . 400MHz) 8 (ppm) 0. 7-1. 0 (m. 3H). 1. 3-1. 6 

6 

(m. 2H). 2. 8-3. 0(m> 2H)> 3. 2-5. 2(mx 24H), 5. 3-6. l(m. 2H). 6. 1 
-7. Km, lH)o 

(D7km'^^t^±m<tm'^mi^x^xnm:^tif=.^t'tyf^9k\^x\^^^c 
[0072] (umW'\t(Dmm) 

mmm 5 

[0073] < a-CD(^rir^/Hb> 

t°y v?i^l : lO^l-g-^^tC^jlf M^Kf^^O. 2g^m-v^^^/l-T5yt:°y>^V0. 0 

2g^*p;t20H#r^jfti«^b^„ SiS^^M»i7K-x?30mi{c^&3ii5b, u^mm^mm^^ 

— :/(:9-®^^4:l2. 000){^-C24B#^. ;!Kil7Ko?5K;!KT-ei@tFrbi^c„ ^bt^, 50 

00mimM*4'l?24^^1(^^^IT-SrfTV\ a -CD(^OHS(^— ^HS-i^-O 
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-CO-CH S^^m^^^tI./^lTirf-/W^;*?yt=^^^1^^S^#fCo i|X*{*0. 5gX-$>^tc 

3 

o 

'H-NMR, (DMSO-d , 400MHz) 8 (ppm) 1. 8-2. 2(m. 2. IH). 3. 0-5 

6' 

. 3(m, lOH), 5. 3-6. 1 (m, lH)o 

[0074] 

[0075] [m l]5|s:^ 0J (^^I^JKy ni?dri^^c^^Sio7^;«7c:iXi=.^|ft m ElT'fcSo 

[ll|2]^»Ji:&r;?^j!iS^J207Kyn^d{^f->'^|^(PR^^)(^Mil^/5S?a^(;iJ;!9^ 
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tk^s (-OH) (D-^xi-i±m^^^:t:ymmx-m^^ti^^t^mm.tir^mm 

t^cOT/wdf^/wS, ^mi^3-i2(^^4^T/i'=3ey^^, mm^2-\2(Dn^T;\^^;v 

[6] mu^¥^^>-\^m-x-o-R'-y.mxm. wr' \-%mmm-i2<Dm.m^y.^^'y^^ 

m^2-i2(D^m^x\^^;^^m.^(Drji^^/i^mf)^h7Kmii^i^m^nf:.m. 
1 2(Dm'^T^\^^/i^m>^:4(.m*n-om^titim. ^mm- 1 2(Dm'-\kT/u^ 
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2 

[7] tufB0^>r:*->'ttS(*-O-CO-NH-R ^T'fot). «j^^^l-12c^ii:0)|;>t3Z. 

1 1 

[8] HtilE0^^;e-^^i4Sfi-o-co-R s-cfei?, I^R f:±j^^l^i-i2(Dii:m^3z:tt5> 

2 2 

ll^^4^OT/U=^/>S,^/£<itjlfliC0:x-7^/US^-g-tf^^-^2-12(^ii:mjyt3l 
[9] ttllS^-<:^>"l4Sfi-0-Si-R f^R {i.^^i5[l-12(Dii:$^^X{i^fe 

3 3 

/wdr/w:n- v^/uS, Xfij^^^2- 1 2(D^4^ryw^/i-^;*-^-7^/U'S"efe^lf 3^?: 
[10] mti0^:t>'mmi-i-O-CO-O-R MX^h^. f^R {i;^^^l"12COi£^4^Xf± 

4 4 

xfi^n^^^coT/i-dr/vs. ^^s^3"i2(^^;btryu=3f-/wg. mmm2-i2(Dm 

[12] tulSiVi5'D7='=^^hy>-:^T-^^. a-v-iJ'nx^^^hy^', /3 -v-i5'D-r>;^hy>'Sr/ y - 

7Kyi3i5'df-y->'„ 
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^'Ja:.^', TffyT'nf U>'^y='— /l^. xKy7"h7tKn77>'. Jffyi^^^/Wv'ndr-tl-^, 

[14] sufsij-^S;i^ v^:^hP7^:=:/V'g?^, 'yi^'oy'^y^hT^m. r^-ri^^^mm. v')^ 

5^W^,:&iJ^;^7^c2^KM;i^t7'£^Sf^^b3l(msf»^3Si^i3(Z)iN-ftv^^iTO 

0. 001-0. Q(Dm^~m.mwj^^\^^M\^m^^^^^^m^^i—i5(D\,^-rnt^ 

[17] ^^^7Kyni5':^-y-:/(7)«;^rfe-t?feoT. i)iyi5'aT'^;^hy>'^^=-tii:^t^:J^^^i:^ 
^^LTv-i^Dx=¥xhy>-:9-^^oM p lfB(cEmH^:9-^;5S^$iJL)t^{C'a^-t-6^7Ky 

M-rs^y ; 3) A) mm) m^^'j^^^^-^^mnTMrn. b) wiiiei 

) i«7Ky n^=^i^^s^Mx@® ^•fcoTSuiE2) TKy ^^=¥i^>'sl]^x@mI ; t>vx 

fiC)Bfil52)zKyPi?dr-y->-=^iliXm^fC, iyi^'PT-^^hy^^^-^COOHSO— 

[18] mu^ummmxm. M^5-9o°C(D^i(Dta^tgfflf-*3</^T*^^#;^/ii^ 
[19] mi<Dm.m.mmx.'ohMm.x^^^2(Dummmxij-^xsL^mm.io—ioo°c<D^ 
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1 : 99. 9—70 : 30X'h^Xoi^7i^]Jrt^'^'9-l^^^M-t^^'^^l7—l9(D\^ ^Ttl*^ 

[23] mfd.^^mmtmxh^. m^mmt^Ti^xh^. m.m5-9ox^(Dmi<Dummm\^ 
is\^^x^nm'J!^mA^ibmm^mx-^^y^^h*xn^/^:^m^tm^-r;^m^m22m 

[24] mi<Dm.m^mxvhMux:h^m2(Dum^mx^^xK-:>umio—ioo°c(Dm 
2(Dummm ^xmm'^mx^^y^^h'uy/\^vtmA^(b^mm'-\^m---tm^-r 

[25] mm^m^Vi=i-$'^^>tmf&mMt<DMM\tmK O. l :99. 9-70:30-T?fcSlf 

^^22— 24(7)^^-rtb;a*l«sE«t(Z)*tJ|6^o 

[26] HuiH#^;^^^'i4s«-oR®r-$><9> tmi-immm-i2(Dmim'^xni^mm'^<D 

V^-rtL^>l^|E«cOt^5iS|■o 
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[27] HtFiE^^;i}-^'i4mf4-o-R'-xs-cfoo. i^R' itmmmi-i2<Dw.m'Jt^xn^j^m 

2 

[28] tulE^-i';i->"l±S{i-0-CO-NH-R SX-fct). s^R {4j^^^l-l2c^ii:m4^X 

1 1 

t^xtt:9-ii^^^cDT/w=3E^/v£, ^mm3-i2(Dm'Ji^T/i^^/i^m. mmm-i2(D 

^m7km22-25co\y^-rti^^imBm(oum-o 

[29] mII5#^:?h^/ttSti-0-C0-R ^-efe"?. I^R fij^^mi-12(7:»a:^^Xfi^ 

2 2 

|l^^it^OT/l^dr/VS,/>/£<<btil{®03i-7"yUS^^tfj^^^2-12(^i£m:^^ 
{4^lfe^^J|^'7)T/l'=3?^yW^. J^mi5c3-12C0^^T/V=3E^/V«. ^mm.2-12(Dm^ 

*«22— 25WV^-fi^;i^l^fE«feo|^^|s^o 
[30] HfflB##-fjd-:^i±S«-o-Si-R S-efei?. ^r «j^^i6:i-i2c7)ii:^t*iX{*^ii^ 

3 3 

m'^(DT/i^^/i^m.(i^^^£<ti,im<o:^-Tyi^m^^tsmmm-i2(Dmmikxii 
^j^mm'^(DT/i-^/i^m. mmm-i2(D^'Ji^r/i^^/T^m. mmm-i2<Dm'-\kT 

)V^;v=^~-7-/v^. X\{t.mMm.—\2(J:>m:ikrjv^/v^:^::^~-7-/vm-r::h^%%i^ 
^22— 25(^v 3^fE«c<75TOo 
[31] ^ia^^;^->"l4S{i-0--C0-0-R ST-fefJ, IgR «j^m^i--i2cD]i:^t>tx« 

4 4 

i^^^Lm^(Or)V^jV^.^}^fS:^ti:,\m<D::r.^^,vm^tsmm%.2-\2^^ 

x\t'9i^m:>k<DT?vi^>vm^ mMm>-\2(n>mmT)v^jvm^ mMm.-\2(Dm 

[32] HUfB^^^>"l4g«> ^iXiJ'DT^-^^hy^^^^-d^c^^TK^SiO^-^c^lOro— 100%;dS 
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no 

y^zf^U V, :SLt/4^y^Dl::V>';i^^7:t6P/6>^)l(±*tl/-5ft^^22-33(^V ^-rtl.;^^ 
l«IQ«c<30«-J|s|-, 

[35] fllfBM^S;^^, i;>r:Lhu7^=:/v^^, ->^Px=^^Hyi^lS. T^-ri^'^i^^m. hy^ 

5^*:^^, :S:tJ«^7^D^K^;ji^ib/.e6l¥^^?>3lfmst»^«22-34(DV^-rtu;6-i« 

IHtcCDliSm A^y ^'i?df-^^^^ 

[36] tiIIB->^o-T^>;^hy>'5>^;dSa-^>^P7--dr;^hyv-efe(9, tfjfBEMt^:^-^^ 

f=-w>'i/y=i— /^-efeSlf^^22-35(DV^-f:^^;^ln3llB*fe<^^^i^s|•o 
[37] mi.'^^ri^^:AVT^^:^=ti:i^W^>k'^i=i-\^^Kim^\^^ 

0. 001-0. 60»T'ii:^it^:9'^{;im$iJbJl:^t::'ai^^tL5m*«22"360v^-rn 
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1/1/1 

[02] 
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